and Newcomb. I also appreciate the precise information on the smoking duration and the daily number of cigarettes by Adams and Newcomb for the comparability of the results. There was no difference in the blood Cd levels between never smokers and former smokers in the Korean study, especially in subjects under 50 years old, 6 which was the same as the result reported by Adams and Newcomb.
Nordberg et al. 7 reported the non-linear relationship between age and urinary Cd, and stratified information by sex and smoking status was presented by Adams and Newcomb in Cd non-polluted areas. The relevance of ethnicity should be investigated by an inter-cultural study.
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The author declares no conflict of interest. Shelley et al. 1 reported that urinary adjustment by creatinine in nephrotoxic research had an effect on the association between uranium and kidney outcomes in lead workers. They used urinary N-acetyl-beta-D-glucosaminidase (NAG), two types of estimated glomerular filtration rate (eGFR), or measured creatinine clearance as a dependent variable, and urinary uranium was used as an independent variable in combination with several associated factors for multiple regression analysis. Urinary uranium was measured from spot urine, by creatinine adjustment and from 4-hour urine collection. The authors concluded that creatinine adjustment should be done cautiously to determine the net association between uranium exposure and kidney outcomes. I fundamentally agree with their statistical procedure, but I have some concerns on their result. First, the authors handled the lead workers with a median value of blood lead of 21.5 mg/dl. In addition, the median value of urinary cadmium was 0.83 mg/g creatinine and the target subjects were assumed as population with low-level exposure to lead or cadmium. I previously reported that urinary NAG was also an early biological marker for renal effects, 2 and the environmental exposure level was almost the same with Shelley's population. Urinary uranium was associated with blood lead in their population, and I speculate that significant association between urinary uranium and urinary NAG after adjustment by several confounders is considered to be uranium association with kidney outcomes. NAG cannot pass through the glomerulus and urinary NAG is presented by a damage of renal proximal tubules. The same association was observed in measured creatinine clearance, and renal effect was supposed to be existed in both glomerulus and proximal tubules. As eGFR was derived from mathematical equation, and caution should be paid on its validity. 3, 4 Second, there is a variation in kidney function, and the time of 4-hour urine collection relates to study outcome for biological monitoring. 5, 6 This means that the lack of significance in samples of 4-hour urine collection cannot become a problem on creatinine adjustment. Although nephrotoxic evaluation seem to be difficult in early stage of renal damage, creatinine adjustment does not lose its meaning for the biological monitoring.
Finally, please check the lower value of 95% confidence interval of beta coefficient between Ln-uranium mg/l and Ln-NAG. It was described as − 0.0002, and I suppose that it should be a positive number if there is a statistical significance. Anyway, Shelley et al.
presented the information on creatinine adjustment for biological monitoring of uranium exposure in combination with kidney outcomes. As the information is limited on this material, combined effect with other toxic substances should be precisely explored.
